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© Lysosomotropic detergent therapeutic ogents, compositions containing 
@ Compounds of formula: 
M-N = A 

in which M is a peptide substituent comprising z-gly-phe, 
cVpr^e :.arg-arg or benzoyl-arg, and A or N=A is an act.ve 
rvsos-me-inhibiting substance comprising a known iner- 
apeutic drug residue or an amino radical of the formula: 



them and their uses. 
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O ' 

o 



vhici^ R is an alkyl or substituted alkyl ^"''^"'f "[^^ 
, -3 carbons and R, is fluoroalWy. or ^'vdrogen are use.u 
control of fertility, in il- 
• ,.— sn-' ip the control or other oiseases wmv, 

0^ a-»s at the disease s-te. They can be mcorpo- 
V, °.r-^;cel.ical comoos,t,ons for tnis purpose. 
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LYSOSOMOTROPIC DETERGENT THERAPEOTIC AGENTS, 
COMPOSITIONS CONTAII^ING TEEM AND THEIR USES 



This invention relates to compositions useful in the control 
of fertility, in the inhibition of malignant cell growth, and in the 
control of other diseases which accnimilate macrophages at the disease 
site. 

Lysosomotropic substances have been designated as substances 
which are selectively taken up by Ij'sosones regardless of their 
chemical nature or mechanism of uptake. It has been suggested that 
the property of lysosomotropism is useful in the preparation of 
therapeutic agents having useful biological properties. These 
substances can enter the lysosomes preferentially end exert their 
hiological influence because of their o,,n uniqae biological activity. 
They also can be coupled with active drugs and, following preferential 
uptake by lysosomes, can be hydrolysed within the lysosone with 
release of the active drug at the target area. Thus, in one method 
of using the lysosomotropic agent DMA., a complex of DNA. with the 
potent cytotoxic agent daunorubicin was formed. It was then found 
that the complex was preferentially taken up by the tumour cells and 
that the was preferentially degraded by lysosomes leaving the 
active daunorubicin within the lysosome. A drawback of this 
particular metho.l is that the toxic dose is verj- close to the 
therapeutic dose vhich nakcs the margin of safsty very narrow. 

The present invention is concerned with the iiahibition of 
lysosome-bearing cells and involves the use of new compositions end 
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p^^aoeutical f.™l.ti.=s useful iu t.. luncUoo .f 

compound of the foxmola : 

M-N=A 

■ :li — . ^ ...^^ . 

an amino radical of the formula : 



. ^-ch E U a» alVl «' ».l.=tituied .Ikyl s„l=stituent of Ir.. 8 to 



to M by means of an amide lin^iage, 
Compounds of the type : 



M-N=A 



20 



"'■-t r.-rr.:r:';::;>... . • - 

position comprising a said compound of formula : 



and a pharmaceutical carrier. -nu--atcd hv the 

Compounds of the present inveno.on av. ..lu...-^ 
following structural fo^lae in vhich the H suhstituent xs a 
ueptide as defined above : ^ 
' ' Peptide derivatives of antibiotic 593.. ^.o^s 

as disclosed in U.S. Patents DS-A.3,718, 651 aod 

US-A15,840,5^2: 
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COOCH-NM 



antiinflammatory steroid of the fonnula : 




M 
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^ ec.p.»«d, of the pre=..t inrentl.. caB readily be 

,,.ol.r; l4...- ^'^"^ " 

^ « ^-f +he ivsosome-bearing ceil. 

..e ca-poaads present iaveati.a are aaalul in . 

it.rfn. the lanctioa of lyaosome-Kearing 

""'""rr :: r ayote., ... ^^^..^ - 

• t "Ms ita vhere the active to. is xeloaaad 

„ active drug to the „„p„„,,s of this 

.,s.sa.> ':ra^",::: ::uty a^nts. antifertiiity 
i„,e=t.on are useful as an , .,,iual or other 

agents, the J,, in a concentration of fro. 

coatraceptrve ,„^lation prepared in this 

„ 0.1^. to 1054. ^"'"'7.^-":;^ J,;/^, ...atact of the sper. vith 
- incorporates the acti.e 

rrLr"-:: —e Of the spe» ceUs. thus renderin. t.e„ 

, "^'""'.rtain c.p.unds of the present inventi^ are also useful 

. ^hitin. the — ii: .^-e- 

^ase. schedule of .5-500 „./../.day. 

Certain coop „sistant mcroorE.nisi.s. vhich 

,5 i. cchatin. infection caused hy res.s^ ^ ^^^^^ 

se^estered vithin lys.so.es and thus una 
• rne lysosomotropic compomios Ox th= pi=s. 

„ticro«cs. rne ly ^,„p and 

comprise an antihi.tio iac.rporatrng > "^'^ ^ 

„ peptide U:..d to a carho:<yUo -^^^^.^^^ „n 

30 a» amide function. Such " ^J^, ^as 

lysosome vherc they arc hydrolysed by lysoso 
/eleasiag the active antiMotic priao.ple « attac. 

microorgenisa. present invention are 

certain of the compounds of the pr^^^^ ^ ^^^^^3,,,,, ^ 
35 useful in the tre.tnent of xnf.J.a 

^tiinfl^to.^ steroid coup c to y ^ 
ti^ough an an^ine function of the sterox 
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inflanmation, where it is cleaved by lysosomal enzymes at the site of 
inflanmation thereby producing the desired antiinflammatory effect 
with reduced side effects. 

The compounds of this invention can be administered either 

5 topically or systemically, i.e., intravenously, subcutaneously, 

intramuscularly, orally, rectally, by aerosolization, or in the foim 
of sterile implants for long action. 

The pharmaceutical compositions can be sterile, injectable 
suspensions or solutions, or solid, -orally administrable, pharma- 

10 ceutically acceptable tablets or capsules; the compositions can 
also be intended for sublingual administration, or for suppository- 
use. It is especially advantageous to formulate compositions in 
dosage unit forms for ease and economy of administration and 
uniformity of dosage. "Dosage unit form" as a term used herein 

15 refers to physically discrete units suitable as unitary dosages for 
animal and human subjects, each unit containing a predetermined 
quantity of active material calculated to produce the desired ■ 
biological effect in association with required pharmaceutical means. 
The low cost and ready accessibility of the compositions 

20 of this invention make them particularly promising for applications 
in veterinary medicine in which field their utilities are comparable 
to those in human medicine. 
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A compoxind of fornmla : 
M-N=A 



in vhich M is a peptide sul^stituent comprising a^gly-phe, gly-P^e, 
z-arg-arg, or l,enzoyl-arg, and A or N=A is an active lysosome- 
inhiMting substance comprising a known therapeutic drug residue or 
an amino radical of the formula i 



vhich B is ^ =11^1 substituted allcyl substitu»t of fro. 8 to 
18 ou-W >nd is iluoroalkyl or hydrogen. 

2. A phaimaoeutioal oo.poslti.n cocpri.i,^ a oo.pooBd as clai.od 

in Clala 1 toeotier vith a phai-maoeutioal carriar. 

3 . netbod for inhibiting or altariug tha £u,>otion of lysosome- 

b'aaring =sUs that ».prises contacting t.o said call, with a 
pha^aceuticaX composition comprising a pbar..ca«ticai carrier an 
I xvsos.a.otropio snbat^ca ccprising a peptide conjugate bydroiysabie 
■cy lysosomal en.,™es to a biologically active substance. 
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'i. For use in inhibiting or altering the function of lysosome- 

bearing cells, a compound as claimed in Claim 1 or a composition as 
claimed in Claim 2. 
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